NEPENIK
NIKAPCbKNX 3ACOBIB LLIOJ0 AKUX 3ABEPLLEHO PO3rNAA PEECTPALIAHNX MATEPIANIB NMPO BHECEHHA
3MIH 10 PEECTPALINHUX MATEPIAMIB NMPOTANOM Ali PEECTPALLIAHOIO NOCBIAYEHHA HA NIKAPCbKI
3ACOBW, AKI SAPEECTPOBAHI KOMMETEHTHUMW OPFAHAMW_CMOMYYEHUX LUTATIB AMEPUKW,
LLIBENLAPCbKOI KOH®EAEPALLI, ANOHI, ABCTPA/II, KAHAAW, NIKAPCbKNX 3ACOBIB, LU0 3A
LIEHTPA/II30BAHOIO NPOLIEAYPOIO 3APEECTPOBAHI KOMNETEHTHVMM OPFAHOM
EBPOMENCHKOIrO COK3Y

Ne Hassa dopma sUnycKy 3asBHUK Kpaina Bupo6Huk KpaiHa Peecmpayjitina npoyedypa Ymosu Homep
n/n JNliKapcbKo20 (nikapcbka ¢hopma, BionycKky peecmpayiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
1. BI3KbIO pO34uH AN4 iH'ekuid, 120 HoBapTic LLiBefiuapis BUMYCK Cepiii: Benbris/ BunpaBneHHs TeXHIYHOT MOMUIKU B 3a UA/18277/01/01
Mr/mn; no 1 dpniakoHy B OBepci3 AnkoH-KyBpbop, LLiBeiiuapis TeKCTi MapKyBaHHS1 NEPBUHHOI peyenmom
KOMMEKTI 3 ro/IKo0 IHBECTMEHTC Al Benebris; yMakoBKK, a caMe B HanucaHHi
hiNbTpyBasbHOI B KOPOOLYi BMPOGHMLTBO Has3BU Ail040i PEYOBUHY:
3 KapTOHY CTepuIbHOro [itova pepakuis:
nikapcbKoro 3acoby BIAOMOCTI, WO BKA3YOTbCA
- TOTYETLCA HA MEPBVIHHIV YMAKOBLII
acernTnyHo; HEBEJ/IMKOIO PO3MIPY
nepBuHHE NIKAPCBKOI'O 3ACOBY
nakyBaHHS; BI3KbHO, po3unH ans in'ekuii 120
KOHTPO/Ib SIKOCTI - mr/mn, Nel, - MEPBUHHA
XIMIYHWA/Di3NYHWIA, YIMAKOBKA
KOHTPO/Ib SKOCTI - 2. KinbKicTb Aito4oi peyoBuHM
MiKpO6IONOriYHWA - 27,6 mr(mg)/0,23 mn(ml)
He CTEPW/IbHICTb; 120 mr/mn (mg/ml)
KOHTPO/Ib SKOCTI - Bponysusymab
MiKpOGIONOriYHWA - MponoHoBaHa pefakuis:
CTEPUNBHICTb; BIAOMOCTI, WO BKA3YKOTbCHA
BTOPUHHE HA MEPBVIHHIV YMAKOBLII
nakyBaHHs: HEBEJINKOIO PO3MIPY
HosapTic ®apma NIKAPCbKOIO 3ACOBY
LLiTeiH AT, BI3KbHO, po3unH ans in'ekuii 120
LLiBeiiuapis; mr/mn, Nel, - MEPBUHHA
KOHTPO/1b SKOCTI - YIMNAKOBKA
6ioNorivyHmi: 2. KinbKicTb Aito4oi peyoBuHM
HosapTic ®apma Ar, 27,6 mr(mg)/0,23 mn(ml)
LLisefuapis 120 mr/mn (mg/ml)
Bponyuusymab
3asHayeHe BUNpaB/IeHHA Bignosigae
apxiBHVM maTepianam
PEECTPALLiHOIO A0ChE
2. BI3KbHO pO34uH ANs iH'ekuiid, 120 Hosapric LLiBeiiuapis BUMYCK Cepiii: Benbrisi/ A.4 1A - Administrative change - 3a UA/18277/01/01
Mmr/mn; no 1 dolakoHy B OBepci3 AnkoH-KyBpbop, LLIseliapis Change in the name and/or address peyenmom
KOMM/IEKTi 3 FOJ1KO0 IHBecTMeHTC Al Beneris; of a manufacturer or an ASMF
iNbTPyBaIbHOK B KOPOOLL BMPOBHULITBO holder or supplier of the AS, starting




Ne Hassa dopma BUMYCKY 3assHUK Kpaina Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka cpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
3 KapTOHY CTepW/IbHOIo material, reagent or intermediate
nikapcbKoro 3acoby used in the manufacture of the AS or
- TOTYETbCS manufacturer of a novel excipient —
acenTuyHo; to change the name of the QC
nepBuHHe
nakyBaHHS;

KOHTPO/Ib AKOCTI -
XiMiYHWIA/Chi3NYHNIA,
KOHTPO/1b AKOCTI -
MiKpOG6iOoriYHWiA -
He CTePW/ILHICTb;

KOHTPO/1b AKOCTI -

MiKpOG6ionoriYHWiA -

CTEPUNIBHICTD;

BTOPWHHE
nakyBaHHS:
HosapTic ®apma
LTeiiH AT,
LLiBeiiuapis;
KOHTPO/Tb SKOCTI -
6i0NOriYHWIA:
HosapTic ®apma Al
LBeliuapis

Tightening of specification limits — to
tighten the potency specification limit
of the reference standard from 80-

In additional, the MAN is taking the
opportunity to correct the previously
submitted analytical data of Beovu

solution for injection 120 mg/ml in

testing site «<PHAST GmbH>» to

Wendel-Strasse 16, D-66424,
Homburg, Germany).
B.l.a.1l.e Il - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS
- The change relates to a biological
AS or a starting material [-] used in
the manufacture of a
biological/immunological product —
to replace Lonza AG, Lonzastrasse,
3390 Visp, Switzerland with Sandoz
GmbH, Biochemiestrasse 10, 6250
Kundl, Austria, as site responsible
for manufacture and QC of the
active substance. The manufacturing
process is adapted from Process G
at Lonza to Process H at Kundl.
B.l.a.1.f IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for AS
- Changes to quality control testing
arrangements for the AS -
replacement or addition of a site
where batch control/testing takes
place — to introduce Charles River
Laboratories, 358 Technology Drive,
Malvern, PA 19355, USA as
additional an IPC testing laboratory
(Bacteriophage testing).
B.l.b.1.b IA - Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent —

120 % to 90-110 %.

vial, batches S0004, S0005 and
S0006, which contained calculation

«Eurofins PHAST GmbH» (Kardinal-




Ne Hassa dopma BUMYCKY 3assHUK Kpaina Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka cpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
errors for four tests, Purity by size
exclusion chromatography (SEC),
Identity and purity by anion
exchange chromatograph (AEX),
and Purity by CE-SDS (reducing and
non-reducing).
3. TAKPO/MIMYC Kancynu teepai no 0,5 mr,no CaHpo3 CnoBeHis BMPOBGHULITBO IHais/ 3MiHY LWoA0 AKOCTI: 3a UA/17356/01/01
CAHAO3® 10 kancyn y 6nictepi; no 5 dapmacboTikan Hepo3dacoBaHoi PymyHis/ IA Hn - B.l1l.2.a - Change of peyenmom
6nictepiB pazom 3 3440 npoayKuii, NnepBrHHe CnoBeHis specification(s) of a former non EU
NakeTUKOM 3 MOJIeKYIAPHUM Ta BTOPUHHE Pharmacopeial substance to fully
CMTOM B nakeTi; 1 nakeT B nakyBaHHs, comply with the Ph. Eur. or with a
KapTOHHI Kopoo6Li TeCTyBaHHS: national pharmacopoeia of Member
CAHJO3 MpaiiBat State.
Nimites, IHAis; IA - A.7 - Deletion of manufacturing
TeCTyBaHHS: site for active substance,
C.K. Cangos C.P.1N., intermediate or finished product,
PymyHis; Jlek packaging site, manufacturer
dapmaneBTMYHA responsible for batch release, site
KoMnaHisa 4.4., where batch control takes place, or
CnoseHisa (NnepBrHHe supplier of a starting material,
Ta BTOPVHHE reagent or excipient (when
nakyBaHHs, mentioned in the dossier)
TecTyBaHHs, [03BiN
Ha BUMYyCK cepili;
nepBuHHe Ta
BTOPVHHE
nakyBaHHs)
4, TAKPO/MIMYC Kancynu TeepAi no no 1 mr, CaHpo3 CnoBeHis BMPOBHULITBO IHais/ 3MiHV LWOA0 AKOCTI: 3a UA/17356/01/02
CAHAO3® no 10 kancyn y 6nictepi; no dapmacbioTikan Hepo3dacoBaHoi PymyHis/ IA Hn - B.lll.2.a - Change of peyenmom
5 6nicTepis pasom 3 3440 npoayKuii, nepBrHHe CnoBeHis specification(s) of a former non EU
NakeTUKOM 3 MOJIEKYIAPHUM Ta BTOPUHHE Pharmacopeial substance to fully
cMTOM B nakeTi; 1 nakeT B nakyBaHHs, comply with the Ph. Eur. or with a
KapTOHHIA KopooLi TeCcTyBaHHS: national pharmacopoeia of Member
CAHJ03 Mpaiisat State.
Nimiteq, IHAis; IA - A.7 - Deletion of manufacturing
TeCcTyBaHHS: site for active substance,
C.K. CaHpgos C.P.1N., intermediate or finished product,
PymyHis; ek packaging site, manufacturer
dapmaneBTUYHA responsible for batch release, site
KoMnaHis 4.4., where batch control takes place, or
CnoBeHis (NepBuHHe supplier of a starting material,
Ta BTOPUHHE reagent or excipient (when
nakyBaHHs1, mentioned in the dossier)
TecTyBaHHs, [03BiN
Ha BUMYyCK cepili;
nepBuHHe Ta
BTOPVHHE
nakyBaHHs)
5. TAKPO/IMYC Kancynu TBepAi no 5 mr, no CaHpo3 CnoBeHis BMPOOHULITBO IHais/ 3MiHV 00 AKOCTI: 3a UA/17356/01/03




Ne Hassa dopma BUMYCKY 3assHUK Kpaina Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka cpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
CAHAO3® 10 kancyn y 6nictepi; no 5 dapmacbioTikasn Hepo3acoBaHol PymyHis/ IA Hn - B.lll.2.a - Change of peyenmom
6nictepis pasom 3 34.4. npoayKuii, nepenHHe CnoseHis specification(s) of a former non EU

nakeTUKOM 3 MOEKYNAPHUM
CUTOM B nakeTi; 1 nakeT B
KapTOHHIiA KOpo6Li

Ta BTOPUHHE
nakyBaHHs,
TeCTyBaHHS:
CAHAOS3 lMpaiiBat
NimiTen, IHAis;
TeCTyBaHHs:
C.K. CaHgos C.P.1.,
PymyHis; flek
PapmaneBTUYHa
KoMnaHisa 4.4.,
CnoBeHisa (nepBrHHE
Ta BTOPUHHE
nakyBaHHs,
TecTyBaHHs, [A03BiN
Ha BUMYCK Cepill;
nepBuHHe Ta
BTOPWHHE
nakyBaHHs)

Pharmacopeial substance to fully
comply with the Ph. Eur. or with a
national pharmacopoeia of Member
State.

IA - A.7 - Deletion of manufacturing
site for active substance,
intermediate or finished product,
packaging site, manufacturer
responsible for batch release, site
where batch control takes place, or
supplier of a starting material,
reagent or excipient (when
mentioned in the dossier)




